Radiotherapy (RT) is an important modality in the treatment of head and neck malignancies. Although early Stages I and II head and neck cancer patients are usually managed with definitive RT or surgery alone, patients with more-advanced Stage III cancers need the use of concurrent chemotherapy along with radiation.

During the past two decades, RT has been combined with chemotherapy for advanced-stage head and neck cancer of several sites, especially in the concomitant setting to yield increased control rates and improved survival.\[[@ref1]\] Furthermore, there is emerging evidence that compared with conventional fractionated RT (one fraction/day at the rate of five fractions/week), altered fractionation schedules can increase the tumor cell kill. In a multicentric study, the 5-year actuarial rate of loco regional control was 42% in the accelerated group versus 30% in the conventional group (hazard ratio \[HR\]: 0.63, 95% confidence interval \[CI\]: 0.49-0.83; *P* = 0.004).\[[@ref2]\] Other active areas of research in head and neck cancers include human papillomavirus (HPV) associated cancers and genetic studies, including cytochrome P450 alterations.\[[@ref3]\]

The near exponential rise of the incidence of HPV-related oropharyngeal squamous cell carcinomas presents the practitioner with a "novel" head and neck cancer patient. This patient is radically different from those with the traditional risk factors that most of our oncology community is accustomed to. This patient is younger and lacks traditional risk factors. The aim of treatment in these cases is to maintain or improve current excellent cure rates, while lessening treatment related side effects.\[[@ref4]\]

A seminal aspect of cancer management in head and neck is organ preservation. Organ preservation strategies in head and neck cancers have gained considerable attention and interest amidst oncologists, patients and even lay media. All these issues are covered in original articles or reviews in the present issue of the journal.

Ever since the publication of the landmark Veterans Affairs trail, organ preservation using chemoradiation in head and neck cancer has emerged as strong alternative to the traditional approach of surgery.\[[@ref5]\] This and other trials that followed clearly established the long-term safety of the approach of organ preservation using integration of chemotherapy and radiation.\[[@ref5][@ref6]\] In the meta-analysis of chemotherapy in head and neck cancer analysis the 5-year absolute benefits associated with the concomitant chemotherapy was 8.9%, 8.1%, 5.4% and 4% for oral cavity, oropharynx, larynx and hypopharynx tumors, respectively.\[[@ref7]\]

The principles of organ preserving approach are simple (1) preserve the organ, and its function (2) provide an overall survival rate at least equivalent to that obtained by surgical approaches (3) have a low toxicity profile for a given treatment schedule (4) allow surgical removal in case of recurrent disease as salvage. In an excellent review article published in the current issue of this journal, Dandekar and D'Cruz have discussed the evidence related to chemoradiation and organ preservation in head and neck cancers.\[[@ref8]\] Further, critical Indian studies too have been included in this review.

Having a preserved larynx in head and neck cancer can have an impact beyond preservation of the voice. It also can affect the psychological status, performance status and quality of life of patients. Further, it has the potential to lead to better rehabilitation and reintegration of the patient in the general society after the treatment is over. However, both the addition of chemotherapy to RT as well as the use of altered fractionation schedules can increase short-term acute radiation reactions. Even while themselves distressing, these can also lead to pain and distress while swallowing and consequently poor oral intake. Toxicity suffered by the mucosa can result in prolonged low nutritional intake and needs to be guarded against.\[[@ref9]\]

Use of chemotherapy with altered fractionation too is an active area of interest. However, some trials assessing the role of concurrent chemoradiation with altered fractionation have suggested that acceleration of RT is probably not beneficial in concomitant chemoradiotherapy schedules.\[[@ref10]\] Further work in this area is keenly awaited.

As rightly pointed out in the present review in this issue of the journal, the common critique for organ preservation trials remains that the primary endpoint in all the studies was larynx preservation, and the studies were less powered to compare survival. Furthermore, all trials did not use a standard definition of larynx preservation. Some of these concerns should be addressed in the currently running trials which have taken account of these deficits.

Another aspect of organ preservation deserves special mention. Organ preservation does not only means preservation of the anatomical structure. It implies allowing the patient to retain an organ that has reasonably quality functionally post treatment.\[[@ref11]\] As such, radiation oncologists need to continuously explore defining and redefining organs at risk and keen on striving for optimal dose thresholds for structures within or adjacent to the target area. This is essential so as to optimally preserve the quality and function of normal tissues.\[[@ref12]\]

The relative efficacy of the addition of induction chemotherapy to chemoradiotherapy compared with chemoradiotherapy alone for patients with head and neck cancer is unclear. The PARADIGM study is a multicenter open-label Phase III study comparing the use of docetaxel, cisplatin, and fluorouracil induction chemotherapy followed by concurrent chemoradiotherapy with cisplatin-based concurrent chemoradiotherapy alone in patients with locally advanced head and neck cancer.\[[@ref13]\] Between August 24, 2004 and December 29, 2008 enrolled 145 patients across 16 sites. Three-year overall survival was 73% (95% CI: 60-82) in the induction therapy, followed by chemoradiotherapy group and 78% (66-86) in the chemoradiotherapy alone group (HR: 1·09, 95% CI: 0·59-2·03; *P* = 0·77). More patients had febrile neutropenia in the induction chemotherapy, followed by chemoradiotherapy group (16 patients) than in the chemoradiotherapy alone group (one patient).

A critical question in chemoradiation of head and neck cancer is the use of weekly as against 3 weekly regimes for chemotherapy. While the jury is still out on this, a randomized Phase II/III study was launched in Japan to evaluate the noninferiority of concurrent chemoradiotherapy with weekly cisplatin (40 mg/m^2^) compared with concurrent chemoradiotherapy with 3-weekly cisplatin (100 mg/m^2^) for postoperative high-risk patients with locally advanced squamous cell carcinoma of head and neck.\[[@ref14]\] This study began in October 2012, and a total of 260 patients will be accrued from 18 institutions within 5-year. The primary endpoint of the Phase II part is proportion of treatment completion, and that of the Phase III part is overall survival. The secondary endpoints are relapse-free survival, local relapse-free survival, nutrition-support-free survival, nonhospitalized treatment period during permissible treatment period and adverse events.

Some issues related to chemoradiation and organ preservation remain. What are the best approaches of integrating altered fractionation with concurrent chemotherapy? Can salvage organ preservation approaches be used for patients who fail after initial attempted chemoradiation (especially after a long disease free interval)? How can we deal with sites that seem to be benefitting lesser from chemoradiation? How can targeted therapy be fitted in the existing scheme of chemoradiation? Pragmatically designed trials with appropriate end points need to address these issues.

Meanwhile, organ preservation is here to stay, the question is about further improving our strategies and augmenting the existing therapeutic gains.
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